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Box No. I Basis of the report 



□ 



□ international search (, .nH«. o. . « „ ^ . . ^ purposes of. 



LJ international searcli (under Rules 12.3 and 23 i^b^^ 



Description, Pages 
1-58 

Cialms, Numbers 
1-21 

Drawings, Sheets 
1X32-32/32 



as originaily filed 



as originalJy filed 



as originally filed 



IS a sequence listing andbr anv relateri tahi^/o\ 

^ ^"^^^ ■ Supplemental Box Relating to Sequence Listing 

!;^^^«'"a"dments have resulted in the cancellation of: 
u the description, pages 
d the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify)' 

U any table(s) related to sequence listing (specify): 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

U the sequence listing (specify)- 

U any table(s) related to sequence listing (specify): 

If item 4 applies, some or all of *-h«o^ u ^ 

of these sheets may be marked "superseded. » 
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aMicabi'litv '^<>'^^^"^"'"ent of opfnion witl77egard to novelty, inventrve step and IndU^ 

□ the entire international application, 
^ claims Nos. 13 



□ 

□ 
□ 

IS! 
□ 



□ 



because: 

lis ^^uK£?a^xsa'sr^.a'„ ^ '^^^-^ ^ ^ 

^'^t^'i^^S^^L'^ ^) " Claims Nos. a„ «, unclear 
^S^i^ """^ ^ inadequately supported by me desortpBon tt,a. no meaningful opinion 

no international search report has been established for the said claims Nos. 13 

oS^I^IS^^irnlfSn^aiT """"" ^'"^ P-ovlded for In Annex 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 
O has not been furnished 

□ does not comply with the standard 



See separate sheet for further details 
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Box No. IV L ack of unity of mvA«f8»» 



1. ^ 



In response to the invitation to restrict or oav adrtition^i * Z 

□ restricted the claims. additional fees, the applicant has: 

IS paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

3. ^ ^„ ^ ^ ^^^^^ ^^^^ «.e. ,3., , ,3. an., 3.3 
O complied with. 

S not complied with for the. following reasons: 
see separate sheet 

4. Consequently, this report has been established in respect of thP f.iin • 

□ all parts. """^ °* international application: 

la the parts relating to claims Nos. 1 -21 . 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 



11,12,16,18-21 
1-4, 14.16,17 

1-4,11,12.14-21 
1-4,11,12,14-21 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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_Box No. VI Certain doc»m^»fo ^..^^ 
1- Certain published documents (Rule 70.10) 



and /or 



2. Non-written disclosures (Rule 70.9) 
see separate sheet 



question whether the 



and 



see separate sheet 

Zsii^ptemental box relating ♦» ^ ^J^^^^U^ 
Continuation of Box I, item 2: 

a- type of material: 
S a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

IS in written format 
S in computer readable fomi 

c. time of filing/fumlshing: 

□ contained in the international application as filed 

O f iied together with the international application in computer readable for. 

^ furnished subsequently to this Authorhy for the pun^ses of search andA^r 

IS received by this Authority as an amendment on 

3. Additional observations, if necessary: 



examination 
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III. 



D1 



ZHOU D-J ET AL.: "One-step duplex RT-PCR assay for detection SARS 

TaHr ^"^^^'^'^^ - - ~ (-3- 

D2: 



D3: 



D4: 



JIE Y ET AL.: •'Clinical detection of polymerase gene of SARS-associated 
coronaviru^. ACADEMIC JOURNAL OF THE FIRST MEDICAL COLLEGE OF 
PLA, vol. 23, no. 5, May 2003 (2003-05), pages 424-427 

pSs with I-™^ ^ ^^^^^ CORONAVIRUS IN 

rai ifcN I b WITH SEVERE ACUTE RESPIRATORY SYNDROMF- mcxa/ 

s'oaETY^'oST^^^^^^^^^ r MASSACHuL'^rTSAf ^ 
pTgeL'VeZ^I^^^^^^^ (2003-05-15). 

SHI R ET AL: "DESIGN AND APPLICATJON OF 60MER OLIGONI Jri Pnr.nc 

BULLE™''''r.T ^^''^ CORONAVIRUS DETECT^ ChS^^^ 
BULLETIN, vol.48, no.12. June 2003, pages 1 165-1 169 t't-'ENCE 

D5: DEIMAN B ET AL: "CHARACTERISTICS AND APPLICATIONc; np m. irM 
ACID SEQUENCE-BASED AMPLIFICATION (NATBA^^^^^^^^^ 
BIOTECHNOLOGY. TOTOWA NJ US vol pn n^o tr k ^ 
02). pages 1 63-1 79 ' ' ^' ^^^'""^"^ ^002 (2002- 

TAPP I ET AL: "Homogeneous scoring of single-nudeotide pohmomhlsms- 

bioTcSques ''TS^^ ^"^ b^ooSpXs" 

BIOTECHNIQUES, vol. 28, no.4, 2000. pages 732-737 

Non-establishment of opinion (Continuation) 

III. 1 As explained in the International Search Reoort niaim iq w«« 

-el ^P^- 13 

IV. Lacic of unity (Continuation) 



D6: 
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IV.1 The Examining Division considers that there am q inx.^.r 

indicated as follows: ^ inventions covered by the claims 



for use as a sel in the am^a o^ oJ I Zt f ^' " ^"'^ °' oligonucleotides 

Of the genome of the SARS coralV sa^^^ ^-P''case gene 

nucleotides of a first oligonucleotide a^c^r^^^^^^^^^^^^ '^^^t 10 

With a second oligonucleotide accord^gTsE^C^^^fNo^^^^^^^ ' ' 

oligonucleotide for use as a probe to dLr^t thT . ^^'^'^'S' ^ (detectably labelled) 

comprising at least 10 nucleoTdes of SEQ t^^^^^^^^ r"^--' P^^^ 

oligonucleotide pair as primei^ or nrohoT 'T.'^^^- 12,13, the use of such an 

a.d. as wo., ja .es. ^--^^ 

making use of such a primer pair or probe. coronavirus in a sample, 

use as as"! il' L'^S oi a'^rSt^^'clTf h° ^ "^'^ °' °«a°n"cieo«des ,or 
Nuoieocapsid protein of «,e genome SThl ^RTc?r^'^ 
fragmente of a. least 1 0 nucleotides oVffrr^o^on^^ 'lT^' ^ ^" '=°"^"9 of 
NOS:14-16,23-25,39-»2 In combln»t!I^ oligonucleotide according to SEQ ID 

.D NOS:1 7-20,26-29; ^ ZZ^ tZ^^U^ °"~«* wording to SEQ 
the resulting amplified sequence safd nm^i 'or "se as a probe to detect 

NO&21.22.30; L use of^ucra; olTu^^^^^^ '° SEQ D 

method for detecting SARS nuoteic a^» 1 t ^ """^'^ °' "ithh a 

.he SARS coronavirL In a zt;:zz'::::z^:v^-:''^- °' 

Jor u^'i'a setl; T^^^^^tZ'T' "'T' '° ' °' oligonucleotides 
-«9ion (3'.NCR) of the genome onhe S/^^11rr°^ ""^'^ ^'-non coding 

Of at least 10 nuoleotidL of a n^o^^^T"':'^'" of fmgments 

in combination with a second oltoon «ocording to SEQ ID NOS:31-33,43 44 

(detectably labelled) CnuclSru fas'^^St'^H f '° ^ 
~, sa. probe comprising at leasnrur ^0^^ I^U^^T. use 



PCT/Separate SheeVAOQ (Sheet 2) (EPaJanuao,2004) 



INTERNATIONAL PRELIMINARY 
REPORT ON PATENTABILITY 
(SEPARATE SHgPT) 



International application No. 
PCTyEP2004/002553 



sample, making use of such a primer Co^pm^^^^^^^^^^ ^^"3 co™„avlms in a 
The reasons for which the inventions ara nnt 1- • ^ 

concept, as required by Rule 13.1 PCT are « foS:^ '° ^ ^'"^'^ '""^ntive 



Zhou et al., Virologioa Sinica, volTsp) pp P"^"' 
detection of SARS^omnavi^s by alSiod of PCRt^^nr, T "'^"^^ 
corresponding with SEQ ID NOS:1 2 XT^dlwH P^mere 

applying the polymerase chain reaction (e o n^^r p ' "^^'^ods of 

purpose, making use of SARS-speci^^prir^eXtL^^! 7 'T""^ «•« 
SARS replicase gene, as well as dete^ton ofThe ^^2^"^ '° «"<=««"9 
fluorophore-labelled hybridization ml^^? ^ ""^ P""""^ "«'"9 

tab.1). Ukewise, KsiaLek et^ ,^e?E™i J Z'T^^^^^^ ^'"^ « as 

IDS) discloses the molecular a^a^sTso^sC^i^^'fl'f'' '^'^"^ (15^-2003) 
amplification method. in.uding '-uon^hol^hrCpr r^^^^ ^^^^ 

^.ectionprohes for amplify, Jard':^XttSrsAts SarT"^ f"* °^ 
c.,n«a, probes by amp.iflca«on in oombinatton l ^e^^o^bf C«n 

IV.4 Each of the defined 3 sets of primers anH „r„K 

concerning the underlying pmblem 301^^1 is^»? '^'^^"^ ^ '^P^^ solution 
probes hybridizing to fte part cfTe S^^ aeno * "'Z^ °' ^^^"^"^ "^"'^'^ ^'«> 
Solution 2 is the provision of prZre and „!fh T^T*"^ '"^ '^P"^^'^ P™Wn- 
genome encoding the nucleo^^srpr^.tr,L'H *° <" •he SARS 

p^bes hybrid^ng to the pa. of^the a^:^z::^ 
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SARiVJir* ''"'^^ P^^'^^^ amplification and detection of 

SARS-spec fKj nucleic acds are already disclosed within the prior art (and exolic tlv 
oligonucleotides targeting the replicase reoion nf qadon w ! ^ explicitly 

The application, hence does not meet the reaulrement^ nf . mitw •' 

Rules 1 3. 1 and 1 3.2 PCT. requirements of unity of invention as defined in 



V. Reasoned statement (Continuation) 

■ 

V.1 NOVELTY (Art. 33(2) PCT) 



V1.1 D1 discloses a RT-PCR assay for the detection of SARS-associated 
coronavirus. specifically using primer pairs consisting of SEQ IDNoleZdT^ln 
combination with primere consisting of (shortened^ commJmlnt ' 
NOS- 4 and ni f..rth«. i ^snonened) complementary sequences of SEQ ID 

SEQ ID Mo t l farther discloses an amplicon comprising the entire sequence of prabe 
t>tu ID N0.12 as claimed, as well as parts of orobe si=n in Mr..-io / u ; _ °^ P'^°°® 

Noq-R -7 ■. i-iKswise to ui , D2 discloses pnmers consistina of SEQ id 

claimed 14 1ft or,w 17 « X . ' P^'^agr.3, Fig.1). Also in view of D2 

Claims 1 -4, 1 6 and 1 7, are not novel over the prior art. 



^ARQ • ^ '"^thod of real-time nested PCR for the detection of tho 

S^JZT^i:^^^^^^^ ^'^'^ comprisinyiroTr ^^^^^^^^ 

N0.12 as claimed. The pnmers used in D3 for amplification derive from the very 
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page 1 969, col. 1 . to parag 00^2 SIT^ sequences as claimed (abstract; 

COM, paragr.2; 'jj^, ^I'ZZZT^ l^l; ^l''' 'f '>-''^- " ^^^^ 

, in View ot D3, claim 14 is not novel over the prior art 

art as defined in the regulations (Rule 64(1 )-(3) pct) "^'^ '^^P®*'* °* P"°^ 

V. 1 .5 However, the subject-matter of claims «^ 1 1 ^ o h ,r 

considered to be new in respect of Trior L T f ^ ' ^ 2. 1 5 and 1 8-21 . can be 

w respect of prior art as defined in the regulations (Rule 64(1 )-(3) 



V.2 



INVENTIVE STEP (Art. 33(3) PCT) 



V.2. 1 Document D3 is considered to reoresent th« m«o* , 
discloses an amplification method (nestedTc^^n"^ 

fluorescence-labelled SAR<? Jrl^r ^ ^ combination with a double- 

whcle documeTSX^r^^^rdrerTr";-^''^^ 
(product Claims) as well as depend^dL^e « ^nTT^^"" "^"^ ^' ^' ^- and 20 
defined primer paire/pK*es/kite as clai™rTh '^'^^ specified and 

Claims 18 and 19 lies in theust of surnll dependent 
by amplification. As comXto lie ^.fr^^^^^^^^^^^ « '"^''^'^ o' detection 

related w«h tHe prime. pa^^betmS "at ^1^ ^ 

a'L^ie^^frbeii^frdrre^roH 

detection of SARS-associated coronatt^f JlT^ T"* ^""^^'e «<"• «he 

comprising such pnmeiW^^erXZol:: 17*'^' °' «'"P««<=-«on, as well as kits 
solution are the primer pL as cla^mS aims! 1^ "'^'^'^ °* ^l^^ 

comprising such Prime, anchor prot>e^,SS2^r^^^^^^ 
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using them (claim 18-19), preferably within the MiQDA _ .u , 

comprising RNA P^orr,otor se<f,^TTZ^!lf^T "T^^^f^ <^"9 Pl^rs 

using fiuot^n^y-iabelted (molec'^rea"™ "''''^ ^"^^ 

^^Ls: "~ ^" - --PX-S - inventive step ,or .he Moving 

method based on ampii«ca1ionTCt ^^^^^.^^^^^^^^ »«hi„ a detection 

some of the piimei^prabes as claimed Zouid^'i ^°<="'"«"'« 01 anci D2 disclose 
oligonucleotides aocordina (oJT^Z,'^, """'"J.''^ o"™"* how to design and use 
^ specific ollgonucreotZrcSr^tZ ct^^^^^^ nor o«,eMocumen.s disciosa 
Principle how to design primes by choosing rDDZH^t ,^' . ' *^ general 

the person skilled in the art. Without a^y echn^^iTrdT T""^' '° 
sequences as claimed from o.he,« di Jo^ SnTe priraTr"' ""S"™^'^"^^ 
possibie alternatives, e.g. those disclosed witto D^T^I?. ' ^ seen as 

NOS:24 and 15. as clali^ed (amongnhe^) Th^^I*'^' ■ '•^P^«^"«"9 SEQ ID 

step over the d^losure Of dLm^rrrio:rr.;^^^^^^^^^^^^^ 

p'/om'o.er s^gt:^^'a''re7:n^'r' """" "'^'"^ ^ ^ '^-P^^'ng RNA 

method, canrorbZr^tnrl^ sreTe n? 'Tf " -^P''«-«°" 
Prior art (e,g. D5), and the ureTme NaI^^a Ihl ?^'" '^"^ '"m tt,e 

one of several possibilities of amp^ng wel^K^*^ °' 

11, 12, 18 and 19, lack an invent^e sti oter Z^i^^l^Tr ' 

with document DS. P over tne disclosure of document 03 as combined 

«^ TagML':ry^;rro"t;rrgr ^^^^ « 

general manner for any detectionTuctei^ ac"f J^l^^^ ^" « 

to design and label molecular beacon DrZr^^.fS^" . P"°r art how 

gene of interest (e.g. from [S)l^efore it?' »' ""^ «P«=i«= 

dlsck>su« of dcLm^nt D3 ae'cIIT^wftt rJum^or '~ """^ 
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packaging of non-inventive subject-matter into a kit would be obvious to meTl^ed oe.«nn 
X S6(f)]^)"c -b«ner Of these oiaims does no. invoke an inventive 

PCT^ncrThr'?""!"^""" ""^^ "°' ^''^ Criterion set forth In Article 

JJ(3) PCT since the subject-matter of claims 1-12 and 14-?1 rir^ „„. i , 

inventive step as set forth in Rule 65(1)(2) PCX ' '"^ 



VI. Certain documents cited (Continuation) 



art 



documents identified therein. 



description, nor are these 



Vill. Certain observations In the International application (Clarity) (Continuation) 



VIII.1 



The expression 'substantially' in claim 20 has 
the claim and should be deleted. 



no limiting effect on the scope of 
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